(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property 
Organization 
International Bureau 




(43) Internationa] Publication Date (10) International Publication Number 

8 July 2004 (08.07.2004) PCT WO 2004/056868 A3 



(51) International Patent Classification 7 : C07K 14/705 
A61P 29/00, 37/00, 19/02 

(21) International Application Number: 

PCT/IB2003/006477 

(22) International Filing Date: 

18 December 2003 (18.12.2003) 

(25) Filing Language: English 

(26) Publication Language: English 

(30) Priority Data: 

60/435,827 19 December 2002 (19.12.2002) US 

(71) Applicants (for all designated States except US): EN- 
DOCUBE SAS [FR/FR]; Prologue Biotech - BP 700, 
Rue Pierre et Marie Curie, F-31319 Labege Cedex (FR)! 
CENTRE NATIONAL DE LA RECHERCHE SCI- 
ENTIFIQUE - CNRS [FR/FR]; 3, rue Michel Ange, 



F-75794 Paris Cedex 16 (FR). UNIVERSITY OF OSLO 
[NO/NO]; Boks 1072 Blindem, N-0316 Oslo (NO). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): GIRARD, 
Jean -Philippe [FR/FR]; 9, chemin de Vieux Moulin, 
F-31500 Toulouse (FR). AGUILAR, Luc [FR/FR]; 
12, avenue de Cousse, F-31750 Escalquens (FR). ER- 
ARD, Monique [FR/FR]; Appt 15 D-47, Chemin de 
Rivalsupervic, F-31400 Toulouse (FR). HARALDSEN, 
Guttorm [NO/NO]; Holmenvn. 35B, N-0374 Oslo (NO). 
BAEKKEVOLD, Espen [NO/NO]; General Fleischersvei 
14 b, N-1359 Eiksmarka (NO). VEUGER, Marjan 
[NL/NO]; Pilestredet 31, N-H1001 0166 Oslo (NO). 
BRANDTZAEG, Per [NO/NO]; Haugesvei 6, N-0871 
Oslo (NO). 

(74) Agent: JAENICHEN, Hans-Rainer; Vossius & Partner, 
Siebertstrasse 4, 81675 Munchen (DE). 

/ Continued on next page J 



(54) Title: NF-HEV COMPOSITIONS AND METHODS OF USE 



MCP-1 




(57) Abstract: Aspects of the present 
invention relate to NF-HEV nuclear factor 
genes and polypeptides. Other aspects 
related to the use of NF-HEV nuclear 
factor polynucleotides and polypeptides 
expressed in endothelial cells from 
chronically inflamed tissues, particularly 
in high endothelial venules endothelial 
cells (HEVECs) and endothelial cells 
from HEV-like vessels and small blood 
vessels, in connection with rheumatoid 
arthritis and Crohn's disease. Aspects of 
the invention also relates to drug screening 
assays for identifying compounds capable 
of modulating NF-HEV activity, wherein 
such compounds can be used in inhibiting 
or preventing chronic inflammation. 



WO 2004/056868 A3 I dill irilllll II IIIIII IIIIJ lllff lllfl III] I fl 111 IIII! IIIII lillf f IJII llllf III! 01110 (III IIII fill 



(81) Designated States (national): AE, AG, AL, AM, AT (util- 
ity model), AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, 
CA, CH, CN, CO, CR, CU, CZ (utility model), CZ, DE 
(utility model), DE, DK (utility model), DK, DM, DZ, EC, 
EE (utility model), EE, EG, ES, FI (utility model), FI, GB, 
GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 
KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, 
MK, MN, MW, MX, MZ, NI, NO, NZ, OM, PG, PH, PL, 
PT, RO, RU, SC, SD, SE, SG, SK (utility model), SK, SL, 
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 
YU, ZA, ZM, ZW. 

(84) Designated States (regional): ARIPO patent (BW, GH, 
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW), 
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 



European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE, 
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, 
SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, 
GN, GQ, GW, ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 

(88) Date of publication of the international search report: 

17 March 2005 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



INTERNATIONAL SEARCH REPORT 



n^kpllcation No 

PCT/1 6^3/06477 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07K14/705 A61P29/00 A61P37/00 A61P19/02 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EMBL, EPO-Internal, MEDLINE, BIOSIS, PAJ 

I 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' 



Citation of document, with Indication, where appropriate, of the relevant passages 



Relevant to claim No. 



x 



DATABASE EMBL [Online] 

1 May 1999 (1999-05-01) 

retrieved from EBI 

Database accession no. 095760 EMBL 

XP002290805 

100% identity in 270 nt overlap with SEQ 
ID 1 

100% identity in 270 aa overlap with SEQ 
ID 4 

DATABASE EMBL [Online] 
4 October 1999 (1999-10-04) 
retrieved from EBI 

Database accession no. AAY25735 EMBL 
XP0O2290806 

97.917% identity in 48 nt overlap with 

SEQ ID 1 

& W0993881 Al 



■/" 



1-126 



1-126 



Further documents are listed In the continuation of box C. 



Patent family members are listed in annex. 



Special categories of cited documents : 

'A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L w document which may throw doubts on priority claimfs) or 
- which is cited to establish the publication date of another 
citation or other special reason (as specified) 
"O* document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the International filing date but 
. later than the pnority date claimed 



"T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X* document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
In the art 

document member of the same patent family 



Date of the actual completion of the international search 

2 August 2004 



Date of mailing of the international search report 



27. 08. 20M 



J 



Name and mailing address of the ISA 

. : European Patent Office, P.B. 5818 Patentlaan 2 
• NL-2280HVRijswijk 
■- .' Tel. (+31 -70) 340-2040. Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 



MALIN SODERMAN / ELY 



Form PCT/lSA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



^Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Interna* fon^^ftcatfon No 

PCT/IB 03/06477 



Category 6 Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



DATABASE EMBL [Online] 
15 March 1999 (1999-03-15) 
retrieved from EBI 

Database accession no. ABG24518 EMBL 
XP0022908O7 

100% identity in 2545 nt overlap with SEQ 

100% identity in 270 aa overlap with SEQ 
ID 4 

DATABASE EMBL [Online] 

23 February 2001 (2001-02-23) 

retrieved from EBI 

Database accession no. B6288614 EMBL 
XPO02290808 

100% identity in 557 nt overlap with SEQ 
ID 2 

DATABASE EMBL [Online] 

1 May 1999 (1999-05-01) 

retrieved from EBI 

Database accession no. 097863 EMBL 

XP00229O809 

100% identity in 263 nt overlap with SEQ 
ID 3 

100% identity in 263 aa overlap with SEQ 
ID 6 

DATABASE EMBL [Online] 
15 March 1999 (1999-03-15) 
retrieved from EBI 

Database accession no. AB024517 EMBL 
XP002290810 

100% identity in 2714 nt overlap with SEQ 
ID 3 

100% identity in 263 aa overlap with SEQ 
ID 6 

DATABASE EMBL [Online] 

18 December 2002 (2002-12-18) 

retrieved from EBI 

Database accession no. AK075849 EMBL 
XPO02290811 

100% identity in 266 aa overlap with SEQ 
ID 5 

JEAN-PHILIPPE GIRARD ET AL: "High 
endothelial venules (HEVs) : specialized 
endothelium for lymphocyte migraiton" 
IMMUNOLOGY TODAY, 

vol. 16, no. 9, 1995, pages 449-457, 
XP002290803 
. the whole document 



-/-- 



1-126 



1-126 



1-126 



1-126 



1-126 



1-126 



Form PCT/ISA/210 (coniinuatlon of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



internaticm|Appllc3tion No 

PCT/1^3/06477 



C(Contlnuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to daim No. 



p,x 



ESPEN S. BAEKKEVOLD ET AL: "Molecular 
characterization of NF-HEV, a nuclear 
factor preferentially expressed in human 
high endothelial venules" 
AMERICAN JOURNAL OF PATHOLOGY, 
vol. 163, no. 1, July 2003 (2003-07), 
pages 69-79, XP002290804 
the whole document 

WO 2004 056868 A (6IRARD J PHILIPPE 
;A6UILAR LUC (FR); ERARD MONIQUE (FR); 
ENDOCUBE) 8 July 2004 (20O4-O7-08) 
the whole document 



1-126 



1-126 



Form PCTASA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 

information on patent ramtiy members 



Patent document 
cited in search report 



Publication 
date 



intematlon^^plicatlon No 

PCT/IB 03/06477 



Patent family 
member(s) 



Publication 
date 



WO 2004056868 A 08-07-2004 WO 2004056868 A2 



08-07-2004 



. 

Form PCT/lSA/210 (patent family annex) (January 2004) 



